REMARKS / ARGUMENTS 

The claims are 2-4 and 7-21. Claim 8 has been amended to 
place it in independent form as a method for preparing a 
pharmaceutical composition and claims 2-4, 10 and 16-19 have been 
amended to improve their form. Reconsideration is expressly 
requested. 

In the Office Action, the Examiner pointed out that the 
claims 8-10 were improperly dependent from a method of use claim 
as the body of the claims themselves were drawn to the method of 
making the solid lipidic nanoparticles and were treated by the 
Examiner as methods of making. In response, Applicants have 
amended claim 8 to place it in independent form as a method for 
preparing a pharmaceutical composition, which it is respectfully 
submitted overcomes the Examiner's objection on the basis of this 
informality. 

As stated above, Applicants elect Group I, claims 2-4, 7 and 
11-13, and triamcinolone as the species with claims 2-4, 7 and 
11-13 readable on the species, and claim 11 being generic, for 
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further prosecution and respectfully traverse the requirement for 
restriction for the following reasons: 

As an initial matter, it is respectfully submitted that the 
Examiner's premise for requiring restriction is incorrect as the 
Anselem et al . U.S. Patent No. 5,662,932 does not anticipate the 
claims and in fact the nanoemulsions with which Anselem et al . et 
al. is concerned have nothing to do with the SLN which 
characterize Applicants' invention as recited in the claims. 

The solid lipid nanoparticles (SLN) of Applicants' claims 
are produced from a microemulsion in hot water of lipids, where 
the nanodroplets have a diameter of about lOOnm and form a quite 
limpid system. This microemulsion is poured into cold water 
where the nanoparticles form, giving in any case a limpid system, 
where the nanoparticles have the same diameter of the starting 
nanoparticles . 

Anselem et al . prepares their nanoemulsions by dissolving 
the phospholipids or other lipids together with the drug in 
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dichloromethane, then evaporating the solvent to dryness and 
adding water to the dry rest, under homogenization conditions. 
In some cases, the emulsion is filtered with a filter of 0.2 
micron. 

Accordingly, it is respectfully submitted that Anselem et 
al. is not speaking of the same product to which Applicants' 
claims are concerned and therefore cannot be considered to 
anticipate Applicants' claims, which was the basis for the 
Examiner's objection to the lack of unity for purposes of 
imposing the restriction requirement. Also from the point of 
view of administration, the two products are different, because 
Anselem et al. puts directly in the eyes their nanoemulsions 
containing the drug, while Applicants disperse in water the SLN 
containing the drug and apply to the eyes the obtained aqueous 
dispersion. 

It is respectfully submitted, moreover, that the Examiner's 
requirement for selection of a single species is inappropriate in 
this case to the extent that it requires Applicants to select a 
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a single active substance for the reasons set forth in 
Applicants' previous Response to Restriction Requirement filed 
May 30, 2008. 

In addition, it is believed that any search for the method 
for the treatment of ophthalmic diseases embodied in Group I, 
claims 2-4, 7 and 11-13, would necessarily include a search for 
the compositions as defined in Group II, claims 14-21, and the 
method of preparing a pharmaceutical composition containing solid 
lipidic nanoparticles as defined in Group III, claims 8-10. 
Also, it is believed that any search for the triamcinolone 
species would necessarily include a search for the 
pharmacological active substances embodied in the remaining 
species. Thus, the simultaneous search for all the groups and 
species is believed not to constitute an unreasonable search for 
the Patent Examiner. 

In addition, it is believed that the objectives of 
streamlined examination and compact prosecution would be promoted 
if a search were conducted simultaneously for all the groups and 



R:\Patcnis\G\GASCO ET AL - 1 PCT\Amendmcnt and Restriction.wpd 



-14- 



species. Also, the necessity of filing multiple patent 
applications in this case does not serve to promote the public 
interest because of the extra expense that is involved, in filing 
fees and examination costs, as well as the burden upon the 
public, due to the necessity of searching through a multiplicity 
of patent files in order to find the complete range of the 
subject matter claimed in several different patents that could 
otherwise be found in one issued patent only. 

Applicants reserve the right to file divisional applications 
for the non-elected groups and species. 
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In summary, claims 2-4, 8, 10 and 16-19 have been amended 
and an election with traverse of Group I, claims 2-4, 7 and 11-13 
and species triamcinolone has been made. For all these reasons, 
it is respectfully requested that the restriction requirement 
under 35 U.S.C. 121 be withdrawn and that an action on the merits 
of all the claims be rendered. 



(516) 365-9802 
F JD : cmm 

Enclosure: Copy of Merck Index for triamcinolone (page 1511) 



I hereby certify that this correspondence is being deposited 
with the U.S. Postal Service as first class mail in an envelope 
addressed to: Commissioner of Patents, P.O. Box 1450, Alexandria, 
VA 22313-1450, on October 30, 2008.. 



COLLARD & ROE, P.C. 
1077 Northern Boulevard 
Roslyn, New York 11576 




Frederic J. Do^chak, Reg .No . 29, 298 
Ed^d R. Freeman, Reg .No . 26 , 04 8 
Attorneys for Applicants 
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Triamcinolone Hexacetonide 



ispersed tria. 
dies: R. G. 

isol in water; 
;old, more sol 



•3, 3 -dimethyl. 
47; Bay 6681 

C 57.24%, H 
;mic fungicide 
its, vegetables 

Meiser et ai, 
•12.752 (1973, 
iztonyi, Pestic 

Pourcharesse, 
D. B. Morris, 



mg/1. Moder- 
mtics. LD^ in 
(Michel, Pour- 



4-chlorophen- 
yl)butan-2-ol; 
nit. C u H 18 a- 
CI U.99%, N 
ystemically ac- 
lins. Commer- 
. Prepn: Belg. 
,952,002 (1974, 
jcription: P. E- 
(1978). Field 
van den Boom, 
hesis: H. Bu- 
ngal metabolite 
133 (1981). GC 
H. B. Deas, I 



ic odor. Soiy J" 
icohol, keton« ; 
,1 1105 orally- 
>'l 0,000 mg/W 

crea! seed pr°~ 
3.96%, H 



Yellow crystals from dimethylformamide + water or ace- 
tic acid, mp 280 . 

9510. Triallate. Bis(l-methyleihyl)carbamothioic acid 
S~(2>3J-trichloro.2-propenyl) ester; diisopropylthiocarbamic 
acid S-(2,3 : 3-trtchloroaUyl) ester; 2,3,3-trichloro-2-propene- 
j. thiol dnsopropylcarbamate; S-2,3,3-trichloroaIlyl diiso- 
propylthiocarbamate; S-(2.3,3-trichloro-2 -propenyl) bis(l- 
methyiethyOcarbamothioate; CP 23426; Avadex BW; 
par -Go. C 10 H 16 CI 3 NOS; mol wt 304.66. C 39.42%, H 
5.29%. CI 34.91%, N 4.60%, O 5.25%. S 10.52%. Prepn- M 
W. Harman, J. J. D'Amico, U.S. pat. 3,330,821 (1967 to 
Monsanto). Herbicidal activity: R. Grover et al.. Weed Res 
19, 363 (1979). Mutagenic evaluation in vitro (Ames Test)- 
p. De Lorenzo et al.. Cancer Res. 38, 13 (1978); G R 
Douglas et al, Mutat. Res. 85, 45 (1981). Soil persistence-' 
A- E- Smith. B. J. Hayden, Bull. Environm. Contam. Toxicol 
29, 240 (1982). Field studies for pre -emergent use: T. G. 
Reeves, C. L. Touhey, Aust. J. Exp. Agr. Anim. Husb. 12, 55 
(1972); E. M. Randall, R. H. Jarvis, Exp. Husb. 38 32 
(1982); post-emergent use: R. P. Garnett, Aspects Appl. Biol 
13, 73 (1980). GC determn in soils: A. E. Smith, J. Chro- 
matog. 97, 103 (1974). HPLC determn in soils: A. Pena 
Heras, F. Sanchez-Rasero. ibid. 358, 302 (1986). 

(CHj): \ ?\ V ci 

NCSCH : C = C<^ 
(CI tjfcCH C 1 

USE: Herbicide. 

9511. Triamcinolone. 9-Fluoro-ll,16,17.21-tetrahydr- 
oxypregna-I f 4-diene-3.20-dione; A'-9a-fluoro- 1 6a-hydr- 
oxyhydrocortisone; 9a -fluoro - 1 6a-hydroxyprednisolone; 
A^^a-hydroxy-ga-fluorohydrocortisone; 16a-hydroxy- 
9a-fluoroprednisolone: CL 19823; Adcortyl; Aristocort; 
Celeste; Cmolone; Delphicort; Extracort; Kenacort; Leder- 
cort; Omcilon; Orion; Triamcet; Tricortale; Volon C, H - 
F0 6 ; mol wt 394.45. C 63.94%, H 6.90%, F 4.82%, O 
M 4 otir°* Prepn: Bernstein ai, J. Am. Chem. Soc. 78, 5693 
U956); 81, 1689 (1959); Thoma et al, ibid. 79, 4818 (1957)- 

M^ StC !o " Ql ' AHen et aL - U " S - P ats - 2,789,118; 3,021,347 
U»7. 1962, both to Am. Cyanamid). Comprehensive des- 
cription: K. Florey, Ed. in Analytical Profiles of Drug Sub- 
?o t ftCe fJ° L 1 (Academic Press. New York, 1972) pp 367- 
65U61 1 D ' H ^ ibld ' VO '* U(1982) PP 593-614, 



9514 




r ^als, m D ,9.271°. mp also reported as 260-262.5' 

uv max: 238 nm (e 15800). 
^Uen'j-T 1 * 1 *' C 25 H 3i F 0 8 , 16ct.21-diacetoxy-9a.fluo- 
' 0n > Q^Q^ h y drox y'i^'Pregnadiene-3,20'dione, Polcorto- 
^ mn 18< \*!??? cort ' Tracilotl * Triamcin. Sol va ted crys- 



:4< 



V C/No-4 

! l§+22' 8 f 6 L! 88 ° Cwi,h efferve scence, mp 235" after drying). 
v f lHER A p r ° roform) - max: 239 nm (e 1 5200). 
y : ^ERap Glucocorticoid. 

^ory 0 h? AT (VET): Adrenocortical steroid. Anti-inflam- 
■■• A~ y gtUc °corticoid. 

)7^ mc,noi one Acetonide. 9-Fluoro-1l,2l-dihy- 
' : \'^"dioi\p> 'q ' f **^^^y^^^y^idciichi$(oxy)JpregttQ-l.'4-dicnc- 
'".'S*<Wj ,„7 ,, "' rfl • , 18, 16a, 17,21 -tetrahydroxypregna- 
: U 0ro -l6 a 't dwne c y clic 16.17-acctal with acetone; 9a- 
P?»t7- a * hydrox yprednisolone acetonide; triamcinolone 
%r*°Pylid 9a-fluoro-l 1/3,21 -dihydroxy- 1 6a. 17a- 

; 4: l6 «,l7 j ed,Oxv - 1 ' 4 -P''egnadiene-3,20-dione; 9a-nuo- 



i^^e^pP^Pyl'denedioxyprednisolone; Adcortyl - A; 

> ^utinolone Simple; Flutex; Ftorocort; Kena- 



cort -A; Kenalog; Kenaquart; Ledercort D; Omcilon -A" 
Respicort; Rineton; Solodelf; Tramacin; Tricinolon; Vetalog! 
Volon A; Volonimat. C 24 H 3J F0 6 ; mol wt 434.49 C 
66.34%, H7.19%, F 4.37%, O 22.09%. Prepd by stirring a 
suspension of triamcinolone in acetone in the presence of a 
trace of perchloric acid: Fried et aL J. Am. Chem. Soc. 80 
2338 (1958); Bernstein et ai. ibid. 81, 1689 (1959); Bernstein 
Allen, U.S. pat. 2,990,401 (1961 to Am. Cyanamid). Alter- 
nate synthesis using 2,3 -dibromo-5,6-dicyanoquinone 
Hydorn. U.S. pat. 3,035,050 (1962 to Olin Mathieson).' 
Clinical trial in chronic asthma: I. L. Bernstein et al.. Chest 
81, 20 (1982). Comprehensive description: K. Florey, Ed 
in Analytical Profiles of Drug Substances vol. 1 (Academic 
Press. New York, 1972) pp 397-421; D. H. Sieh, ibid. vol. 11 
(1982) pp 615-649. 



CH 2 OH 




CO 0 _C(CH 3 ) 2 



Crystals, mp 292-294°. [ a )% +109° (c = 0.75 in chloro- 
form), uv max (abs ale): 238 nm (e 14,600). Sparingly sol 
in methanol, acetone, ethyl acetate. 

21 -Acetate, crystals, mp 268-270 6 . [a]g> +92° (c = 0.59 
in chloroform). 

21-Disodium phosphate, C^H^Na^OjP, Aristosol. 

21-Hemisuccinate, Cy^FO^ Solutedarol. 

therap CAT: Glucocorticoid; anti -inflammatory; antiasth- 
matic (inhalant). 

THERap cat (VET): Glucocorticoid, anti -inflammatory. 

9513. Triamcinolone Benetonide. ( 110,1 6a)-21-[3- 
(Benzoylamino)-2-methyl-l-oxopropoxy]-9-fluoro-ll-hydr- 
oxy-16,17-[(l-methylethylidene)bis(oxy)Jpregna-l,4-diene- 
3,20-dione; 9-fluoro-110,16a,17,2l-tetrahydroxypregna-l,4- 
diene-3,20-dione cyclic 16,17-acetal with acetone 21 -ester 
with N-benzoyl-2-methyl-p -alanine; 9a-fluoro- I6a-hydr- 
oxyprednisolone 16a, 17a -acetonide 21 -(/3-benzoylamino)- 
isobutyrate; triamcinolone acetonide /3-benzoylaminoiso- 
butyrate; TBI; Tibicorten. C 35 H 42 FNO s ; mol wt 623.73. C 
67.40%, H 6.79%, F 3.05%, N 2.24%, O 20.52%. Prepn: C. 
Cavazza et al, Ger. pat. 2,047,218; eidem, U.S. pat. 3,749,- 
712 (1971, 1973 both to Sigma -Tau). Pharmacology: E. T. 
Ordonez, Arzneimittel-Forsch. 21, 248 (1971). Percutaneous 
absorption by rats and rabbits: W. H. Down et al, Toxicol. 
Letters 1, 95 (1977). Clinical study: D. J. Tazeiaar, J Int 
Med. Res. 5, 338 (1977). HPLC analysis: S. Muck et al, 
Boll. Chim. Farm. 120, 240 (1981). 



CH 2 OOCCHCH 2 NHCOC 6 H 3 
CH 3 




Crystalline powder, mp 203-207°. [ a ]$ +96° ±3° (c = 1 
in ethanol). Sol in methanol, acetone, ethanol, dioxane. 
pyridine, DMF, chloroform. Insol in water. 

therap cat: Glucocorticoid; topical anti -inflammatory. 

9514. Triamcinolone Hexacetonide. 2i-(3, 3-dimethyl- 
l-oxobutoxy)-9-fluoro-ll-hydroxy-16,17-[(l-methylethylid- 
enc)bis(oxy)]pregna-L4-diene-3 y 20-dione; 9-fluoro-l /^,- 
I6<x.l7,2l-tetrahydroxypregna-l,4-diene-3.20-dione cyclic 
l6J7-acetal with acetone. 21-(3 y 3-dimethylbv.t\ratc); 2\ -tert- 
butylacetate -9a -fluoro -11/3 -hydroxy - 1 6a, 1 7a -(isopropylid - 
enedioxy)pregna-l,4-diene-3,20-dione; 21 -(3.3-dimethylbu- 



Consult the cross index before using this section. 
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